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I, the undersigned, being an officer duly authorised in accordance with Section 74(1) and (4) 
of the Deregulation & Contracting Out Act 1994, to sign and issue certificates on behalf of the 
Comptroller-General, hereby certify that annexed hereto is a true copy of the documents as 
originally filed in connection with the patent application identified therein. 



In accordance with the Patents (Companies Re-registration) Rules 1982, if a company named 
in this certificate and any accompanying documents has re-registered under the Companies Act 
1980 with the same name as that with which it was registered immediately before re- 
registration save for the substitution as, or inclusion as, the last part of the name of the words 
"public limited company" or their equivalents in Welsh, references to the name of the company 
in this certificate and any accompanying documents shall be treated as references to the name 
with which it is so re-registered: J, f V:V y :v< 1 > r ' \ 

In accordance with the rules, the words "public limited company" may be replaced by p. I.e., 
pic, P.L.C. or PLC. 

Re-registration under the Companies Act does not constitute a new legal entity but merely 
subjects the company to certain additional company law rules. 




Signed 
Dated 2 June 1999 



\ 



An Executive Agency of the Department of Trade and Industry 
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R ;uest for grant of a patent 

( See the notes on the back of tbis form. You can also get 
an explanatory leaflet from the Patent Office to help i 
you fill in tbis form) 

1 . Your reference 



Office 



09JUN98 £366417-1 010011 _ 
POi/7700 25.00 - 9812278.1 



The Patent Office 

Cardiff Road 
Newport 
Gwent NP9 1RH 



: appbcat^ 



(The Patent Office will fill in this part) 



0 9 ItiN 



9.98 



9812278.1 



3. Full name, address and postcode of the or of 

each applicant (underline all surnames) 



Patents ADP number Of you know it) 

If the applicant is a corporate body, give the 
country/state of its incorporation 



Bristol-Myers Squibb Company 

345 Park Avenue 

New York 

New York 10154 

United States of America" 



Delaware , USA 



4. Title of the invention 



USE OF A WOUND DRESSING IN THE TREATMENT OF ACUTE 
WOUNDS . 



5. Name of your agent (if you have one) 

"Address for service" in the United Kingdom 
to which all correspondence should be sent 

(including the postcode) 



Julie MAYS 

Bristol-Myers Company Limited 
Swakeleys House 
Milton Road 

Ickenham, Uxbridge UB10 8NS 
United Kingdom 



Patents ADP number (if you know it) 



7 3 74 0^' 



6. If you are declaring priority from one or more 
earlier patent applications, give the country 
and the date of filing of the or of each of these 
earlier applications and (if you know it) the or 
each application number 



Country Priority application number 

(if you know it) 



Date of filing 
(day / month /year) 



7. If this application is divided Or Otherwise Number of earlier application Date of tiling 

derived from an earlier UK application, (day / month /year) 

give the number and the filing date of 
the earlier application 



8: Is a statement of inventorship and of right 

to grant of a patent required in support of Yes 

this request? (Answer -Yes' if: 

a) any applicant named in part 3 is not an inventor, or 

b) there is an inventor who is not named as an 
applicant, or 

c) any named applicant is a corporate body. 
See note (d)) 
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Enter the number of sheets for al^>f the 
following items you are filing with this form. 
Do not count copies of the same document 

Continuation sheets of this form 
Description 



Claims 
Abstract 



Drawings 

10. If you are also filing any of trie following, 
state how many against each item- 
Priority documents 

Translations of priority documents 

Statement of inventorship and right 

to grant Of a patent (Patents Form 7/77) 

Request for preliminary examination 
and search (Patents Form 9/77) 
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Request for substantive examination 

(Patents Form 10/77) 

Any other documents 

(please specify) 



11. 



I/We request the grant of a patent on the basis of this application. 



Signature 



12. Name and daytime telephone number of 
person to contact in the United Kingdom 



Julie MAYS 
01895 628209 




Date 

tt S 



04 June 1998 



Warning 

After an application for a patent has been filed, the Comptroller of the Patent Office will consider whether publication 
or communication of the invention should be prohibited or restricted under Section 22 of the Patents Act 1977, You 
will be informed if it is necessary to prohibit or restrict your invention in this way. Furthermore, if you live in the 
United Kingdom, Section 23 of the Patents Act 1977 stops you from applying for a patent abroad ivithout first getting 
written permission from the Patent Office unless an application has been filed at least 6 weeks beforehand in the 
United Kingdom for a patent for the same invention and either no direction prohibiting publication or 
communication has been given, or any such direction has been revoked. 

Notes 

a ) if you need help to fill in this form or you have any questions, please contact the Patent Office on 0645 500505. 

b) Write your answers in capital letters using black ink or you may type them. 

c) If there is not enough space for all the relevant details on any part of this form, please continue on a separate 
sheet of paper and write u see continuation sheet" in the relevant part (s). Any continuation sheet should be 
attached to this form. 

d) If you have answered 'Yes' Patents Form 7/77 tvill need to be filed. 

e) Once you have filled in the form you must remember to sign and date it. 

f) For details of the fee and ways to pay please contact the Patent Office. 
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USE OF A WOUND DRESSING IN THE 
TREATMENT? OF ACUTE WOUNDS 

This invention relates to the use of a wound dressing for the 
treatment of burns and other acute wounds and in particular the 
use ot a drefafa-Liiy ds a luplacement Luj. u Li^lTTTj- i TTii—.l M 1 r i i n=9 = 
in the treatment of an acute wound. 

Acute wounds which result in loss of skin, such as burns, 
require treatment in a variety of ways depending on size, 
severity and location. For instance a burn in which only the 
outer layer of skin is burned over a small percentage of the . 
total skin surface can be treated with first aid measures in 
the home. There are many kinds of dressing available for these 
types of burns . 

With burns in which perhaps all the layers of skin are damaged, 
and sometimes fat, nerve, muscle and tendon are involved or 
where a large percentage of the total skin -surface is damaged 
it is usually necessary to use some form of skin graft or 
biological dressing to cover the wound and aid healing. 

It is not always possible to take skin. grafts from the patient 
(autograft) due to the extent of burning. In such circumstances 
biological dressings are the only alternative. Such dressings 
have many functions and take many forms. Some of their 
functions include preventing desiccation of the wound surface, 
decreasing evaporative water loss, decreasing heat loss, 
reducing bacterial proliferation, decreasing wound pain, 
protecting exposed tendons and nerves, and enhancing healing. 
Examples of biological dressings include naturally occurring 
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tissues such as cutaneous allografts, cutaneous xenografts or 
amniotic membranes; skin sub^titi^tes such as synthetic 
laminates, collagen based composites or collagen based dermal 
analogs; and culture derived tissue such as cultured autologous 
keratinocytes and fibroblast seeded dermal analogs. 



Biological dressings can also be used as temporary covers over 
wounds that are subsequently covered by culture derived grafts 
and over wounds that have been treated with cutaneous widely 
expanded mesh grafts or culture derived grafts which leave open 
wound areas to achieve wound closure. 

Biological dressings are sophisticated and therefore tend to 
be expensive and can carry the same risks of cross- 
contamination that are encountered with blood and blood 
products. 

There therefore exists a need for a dressing that can be used 
to treat acute wounds, which performs in a similar manner to 
a biological dressing but mitigates the disadvantages of high 
cost and risk of contamination encountered with biological 
dressings. 

Surprisingly we have found that certain wound dressings known 
for use in other treatments, such as the treatment of chronic 
wounds, can behave like a biological dressing and can reduce 
the need for autograft. 



Accordingly the invention provides the use of a wound dressing 
for the preparation of a substitute for a biological dressing 
for use in the treatment of acute wounds and in particular the 
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treatment of wounds which contain epithelial remnants like 
partial thickness burns . 

Such wound dressings do not have the disadvantages of high cost 
and cross contamination that may be encountered with biological 
ar essinvjo . 

We have found that a wound dressing, to be suitable as a 
substitute for a biological dressing preferably is adherent to 
the wound without preventing the outgrowth of the epithelium. 
This is truly surprising since conventional wisdom teaches that 
wound dressings should not adhere to the acute wound and many 
known dressings are provided with measures to avoid adherence 
such as being impregnated with paraffin or being coated with 
silicone. We have found that an adherent dressing has 
advantages over the prior art dressings which allow the 
dressing to be used in those situations where a biological 
dressing would otherwise be used. 

We have also found that wound dressings suitable as 
replacements for biological dressings preferably promote the 
migration of enzymes, neutrophils, fibroblasts and cellular 
debris into the dressing. Whilst not wishing to be bound by 
theory we believe that this migration, which we term as 
"vertical wicking", modulates the inflammatory response of the 
wound and contributes to successful healing of the wound. 

Accordingly the invention provides the use of a wound dressing 
for the preparation of a substitute for a biological dressing 
for use in the treatment of acute wounds by adhering to the 
wound and providing conditions conducive to epithelial 
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outgrowth . 

According to a further aspect, the invention provides the use 
of a wound dressing for the preparation of a substitute for a 
biological dressing for use in the treatment of acute wounds 



wicking into the dressing and thereby modulating inflammatory 
response . 

In particular we have found that certain fibrous wound 
dressings are suitable for use in the present invention. The 
wound contact layer is fibrous and can comprise fibres of 
alginate, viscose, modified cellulose, cellulose, polyester, 
polypropylene and co-polymers thereof, pectin, chitosan fibres, 
hyaluronic acid fibres or other polysaccharide fibres or fibres 
derived from gums. Most preferred are highly absorbent fibres 
such as, modified cellulose fibres as described in W093/12275 
to Courtaulds Pic or WO 94/16746 to Courtaulds Pic and alginate 
fibres as described in WO 94/17227 to E.R. Squibb and Sons. By 
"highly absorbent" with respect to the fibre it is meant that 
they can absorb at least 25 g/g of deionized water. The fibres 
for use in the wound layer may also be mixed or blended to form 
a composite layer or may be fibres made of a mixture of any 
of the above ingredients. Preferably fibrous wound dressings 
include those described in W094/ 16746 to Courtaulds Pic which 
discloses wound dressings made from carboxymethyl cellulose 
filaments . 



It is particularly surprising that a fibrous dressing has this 
effect because biological dressings are occlusive in order to 
provide a barrier to bacteria. A fibrous dressing has an open 
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structure and therefore would not be expected to behave like 
a biological dressing 

A wound dressing made from carboxymethyl cellulose filaments 
is marketed as Aquacel® ex ConvaTec for use in the treatment 
u£ chronic! wounds sucn as uicerg or prcjuauru LiuiuM have 



observed that when Aquacel® is used on burns it exhibits 
surprising behaviour in that it adheres to the wound bed 
without blocking epithelial outgrowth. This type of behaviour 
would usually only be seen with a biological dressing such as 
allograft . 

In the context of the present invention, biological dressings 
are: naturally occurring tissues such as cutaneous allografts, 
cutaneous xenografts or amniotic membranes; skin substitutes 
such as synthetic laminates , collagen based composites or 
collagen based dermal analogs; and culture derived tissue such 
as cultured autologous, keratinocytes and fibroblast seeded 
dermal analogs. 

Preferably the wound dressing of the present invention is used 
on acute wounds which are forming exudate. These tend to be 
partial thickness burns . 

The invention will now be illustrated by way of the following 
non-limiting examples. 



Example 1 
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Comparison of Aquacel with a biological dressing on second 
degree burns . * 

Dressing materials used for the treatment of second degree 
burns ideally fulfill a number of demands. In addition to pain 

the risk of hypertrofic scarring is an important feature. 
Cadaver allograft skin provided by the Euro Skin Bank was 
applied to the wound bed of second degree burns on the day of 
the burn or the first day post burn. In approximately 60% of 
burns treated the allograft became adherent to the wound, 
thereby reducing the risk of infection, regulated fluid loss 
and dried out to form a crust as wound healing was in progress. 
After 14 days the allograft was removed to reveal pale pink 
skin which had no signs of an inflammation reaction. 

Aquacel® was used on 58 patients with second degree burns. It 
was applied to the wound on the first day post burn and in 80% 
to 9 0% of burns treated became adherent to the whole wound 
surface. Aquacel® dried out to form a crust as wound healing 
progressed and was easily peeled off once the wound had 
healed. Patients reported no pain or disruption of the newly 
formed skin. The healed skin had a stable, pale pink 
appearance with no signs of inflammation. 

These results show the similarity in action of Aquacel® to 
allograft skin. They also show that the incidence of Aquacel® 
becoming fully adherent to the wound was greater than that 
with allograft skin which makes Aquacel® a more reliable 
treatment for wounds than allograft skin. 
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Example 2 

Partial thickness wounds were made on the back of male Wistar 
rats. The wounds were covered with Aquacel and fixed in place 
with silk tape. After 3 to 7 days the rats were sacrificed and 
the wound txasues lluwli xn Ixquicl nicrogen so uhai = 



cryosect ions could be prepared. The cryosections were stained 
with haematoxilin-eosine so that the wound healing process 
could be evaluated. Specific immuno-histological sections were 
prepared to identify macrophages. 

During the healing process, Aquacel® adhered very well to the 
wounds. After four days, Aquacel had the form of a moist gel. 
Once re-epithelialization was complete, the Aquacel® became dry 
and could be easily removed. 

The cryosections showed that the fibres of Aquacel® had fully 
swelled leaving no interfiber spaces. This suggests that 
Aquacel® had vertically wicked the wound exudate away from the 
wound along with cellular debris and enzymes. We believe that 
this property of vertical wicking creates an environment where 
the inflammatory response of the wound is modulated and this 
provides optimal conditions for the outgrowth of the epithelium 
and wound healing. 



This theory is supported by the fact that there were no signs 
of infection in the wound and bacteria were not observed in the 
cryosections . 
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Example 3 

Use of Aquacel as a temporary cove r over excised and skin 
transpl anted wounds 

1'ulimiU utfiEll c-_L L 1 1 i i 1 " rift-nn M -nntnd with aiifolaaQUfc 



expanded mesh skin transplants. As these are susceptible to 
desiccation and infection the wound area is "closed" by the use 
of split skin allografts over the autologous transplants. 
Allografts are often not available and have the disadvantages 
of cost and contamination risk. As an alternative to 
allografts, synthetic biological dressings have been used but 
these often disrupt the outgrowth of the epithelium, a 
phenomenon known as blocking . 

In several patients it was observed that the excision of burned 
tissue and transplantation with either autologous skin 
micrografts or skin meshgrafts, could be combined with Aquacel® 
as a temporary covering material. With Aquacel® no blocking 
of the outgrowth of the epithelium was observed. 

These results show the superior performance of Aquacel® when 
used as a replacement for a biological dressing. 
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Claims 

1) Use of a wound dressing for the preparation of a 
substitute for a biological dressing for use in the 
treatment of acute wounds. 



2) Use of a wound dressing for the preparation of a 
substitute for allograft skin for use in the treatment of 
acute wounds . 

3) Use of a wound dressing in the preparation of an adherent 
temporary cover for use in the treatment of acute wounds . 

4) Use of a wound dressing as claimed in any preceding claim 
wherein, the wound dressing is fibrous. 

5) Use of a wound dressing as claimed in claim 4 wherein the 
wound dressing comprises fibres of carboxymethyl 
cellulose. 

6) Use of a wound dressing for the preparation of a 
substitute for a biological dressing for use in the 
treatment of acute wounds by adhering to the wound and 
providing conditions conducive to epithelial outgrowth. 

7) Use of a wound dressing for the preparation of a 
substitute for a biological dressing for use in the 
treatment of acute wounds by promoting vertical wicking 
into the dressing, thereby modulating inflammatory 
response. 



* • * • » ♦ • # • 
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8. A wound dressing for use in the treatment of burns which 
promotes vertical wicking into the dressing and thereby 
modulates inflammatory response. 
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